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4) I3 Claim(s) 1-35 is/are pending in the application. 
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Application Papers 
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Detailed Action 

The Election filed 8/21/06 in response to the Office Action of 6/21/06 is 
acknowledged and has been entered. Applicant elected group I and breast tumor with 
traverse. 

The traversal is on the ground(s) that a search and examination of all of the 
inventions would not impose a serious burden on the examiner. This is not found 
persuasive. MPEP 802.01 provides that restriction is proper between inventions which 
are independent or distinct. Here, the inventions of the various groups are distinct for 
the reasons set forth in the Office Action. As stated in the Office Action of 6/21/06, the 
inventions of group I represent distinct methods and the inventions of group II represent 
distinct products. Each group would require different searches in the literature, in part, 
due to the different classifications of each group. Searching the methods together with 
the products would be unduly burdensome because each search would require different 
searches in the literature that would not necessarily be co-extensive. Further, each 
group requires the consideration of different patentability issues. Furthermore, it is 
noted that the literature search, particularly relevant in this art, is not coextensive and is 
very important in evaluating the burden of search. Different searches and issues are 
involved in the examination of each group. For these reasons the restriction 
requirement is deemed to be proper and is therefore made FINAL. 
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Examiner has rejoined the following species of tumor: vulvar epidermoid 
carcinoma, cervical carcinoma, endometrial adenocarcinoma, ovarian adenocarcinoma, 
ocular melanoma, prostate tumor, breast tumor, cutaneous tumor, and germ cell tumor. 

Claims 1-35 are pending. 

Claim 35 is withdrawn from further consideration by the examiner under 37 CFR 
1.142(b) as being drawn to a non-elected invention. 
Claims 1-34 are currently under consideration. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-34 are rejected under 35 U.S.C. 112, second paragraph, as being 

indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. 

Claims 1-34 are rejected as vague and indefinite for reciting the terms "MIS" and 
"rhMIS" as the sole means of identifying polypeptides of the claimed methods. The use 
of laboratory designations only to identify a particular molecule renders the claims 
indefinite because different laboratories may use the same laboratory designations to 
define completely distinct molecules. Amending the claims to specifically and uniquely 
identify MIS and rhMIS by SEQ ID NOs can obviate the rejection. 
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Claims 1-34 are rejected because independent claims 1 and 18 recite methods 
that result in "decreased side-effects". It is unclear to what said side-effects are 
decreased. 

Claims 9 and 26 are rejected as indefinite for reciting: "substantially free of N- 
terminal fragment". It is not clear from the claims or the specification what is meant by 
"substantially". This renders the claims indefinite because the term "substantially" is not 
defined by the claims, the specification does not provide a standard for ascertaining the 
requisite degree, and one of ordinary skill in the art would not be reasonably apprised of 
the scope of the invention. Given the above reasons, the metes and bounds of the 
claims cannot be determined. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-16 and 18-33 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Donahoe et al (US Patent 5,661,126; 8/26/97). 

Claim 1 is drawn to a method comprising administering to a patient in need 
thereof MIS and interferon, that results in decreased side-effects, thereby increasing 
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anti-tumor effect of interferon. Claim 2 is drawn to the method of claim 1 wherein said 
breast cancer patient has primary tumor growth. Claim 3 is drawn to the method of 
claim 1, wherein said patient has metastatic growth. Claim 4 is drawn to the method of 
claim 1 , wherein said patient has a tumor selected from the group consisting of vulvar 
epidermoid carcinoma, cervical carcinoma, endometrial adenocarcinoma, ovarian 
adenocarcinoma, ocular melanoma. Claim 5 is drawn to the method of claim 1 , wherein 
said patient has a tumor selected from the group consisting of prostate tumor, breast 
tumor, cutaneous tumor, and germ cell tumor. Claim 6 is drawn to the method of claim 
1 , wherein MIS has a molecular weight of 140 kDa or 70 kDa. Claim 7 is drawn to the 
method of claim 6, wherein said MIS is proteolytically cleaved by reacting with a 
proteolytic compound to form protein fragments having a molecular weight of about 57 
kDa and 12.5 kDa. Claim 8 is drawn to the method of claim 1, wherein MIS is rhMIS. 
Claim 9 is drawn to the method of claim 1 , wherein said MIS is C-terminal fragment of 
MIS substantially free of N-terminal fragment. Claim 10 is drawn to the method of claim 
9, wherein said C-terminal fragment of MIS has a molecular weight of about 25 kDa or 
about 12.5 kDa. Claim 1 1 is drawn to the method of claim 10, wherein the C-terminal 
fragment of MIS is derived from rhMIS. Claim 12 is drawn to the method of claim 1, 
wherein said interferon is selected from the group consisting of interferon-a, interferon- 
p, interferon-co, interferon-x, and interferon-y. Claim 13 is drawn to the method of claim 
12, wherein said interferon is interferon-y. Claims 14-16 are drawn to the method of 
claim 1, wherein said interferon is administered in an amount of about 10 international 
units per administration to an amount of about 100,000 international units per 
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administration. Claim 18 is drawn to a method comprising administering to a patient an 
effective amount of MIS and an effective amount of interferon that results in decreased 
side-effects. Claim 19 is drawn to the method of claim 18, wherein said patient has 
primary tumor growth. Claim 20 is drawn to the method of claim 18, wherein said 
patient has metastatic tumor growth. Claim 21 is drawn to the method of claim 18, 
wherein said patient has a tumor selected from the group consisting of vulvar 
epidermoid carcinoma, cervical carcinoma, endometrial adenocarcinoma, ovarian 
adenocarcinoma, ocular melanoma. Claim 22 is drawn to the method of claim 18, 
wherein said patient has a tumor selected from the group of prostate tumor, breast 
tumor, cutaneous tumor, and germ cell tumor. Claim 23 is drawn to the method of claim 
18, wherein said MIS has a molecular weight of 140 kDa or 70 kDa. Claim 24 is drawn 
to the method of claim 23, wherein said MIS is proteolytically cleaved by reacting with a 
proteolytic compound to form protein fragments having a molecular weights of about 57 
kDa and 12.5 kDa. Claim 25 is drawn to the method of claim 18, wherein said MIS is 
rhMIS. Claim 26 is drawn to the method of claim 18, wherein said MIS is C-terminal 
fragment of MIS substantially free of N-terminal fragment. Claim 27 is drawn to the 
method of claim 26, wherein said C-terminal fragment of MIS has a molecular weights 
of about 25 kDa or about 12.5 kDa. Claim 28 is drawn to the method of claim 27, 
wherein the C-terminal fragment of MIS is derived from rhMIS. Claim 29 is drawn to the 
method of claim 18, wherein said interferon is selected from the group consisting of 
interferon-a, interferon-p, interferon-©, interferon-x, and interferon-y. Claim 30 is drawn 
to the method of claim 18, wherein said interferon is interferon-y. Claims 31-33 are 
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drawn to the method of claim 18, wherein said interferon is administered in an amount 
of about 10 international units per administration to an amount of about 100,000 
international units per administration. 

Donahoe et al teaches a method comprising administering MIS and interferon to 
a patient having has a tumor selected from the group consisting of vulvar epidermoid 
carcinoma, cervical carcinoma, endometrial adenocarcinoma, ovarian adenocarcinoma, 
ocular melanoma, prostate tumor, breast tumor, cutaneous tumor, or germ cell tumor 
(see column 1 lines 24-27, column 15 lines 43-50, and column 21 lines 25-38, in 
particular). It appears the claimed method is the same as the method taught by 
Donahoe et al, therefore the method taught by Donahoe et al would result in decreased 
side-effects, thereby increasing anti-tumor effect of interferon. Donahoe et al further 
teaches said method wherein said patient has primary tumor growth or metastatic tumor 
growth (see column 15 lines 47-50, in particular). Donahoe et al further teaches a 
method wherein MIS has a molecular weight of 140 kDa or 70 kDa (see column 1 lines 
44-49, in particular). Donahoe et al further teaches a method wherein said MIS is 
proteolytically cleaved by reacting with a proteolytic compound to form protein 
fragments having a molecular weight of about 57 kDa and 12.5 kDa (see column 1 lines 
49-54, in particular). Donahoe et al further teaches a method wherein MIS is rhMIS 
(see Example 3, in particular). Donahoe et al further teaches a method wherein said 
MIS is C-terminal fragment of MIS substantially free of N-terminal fragment (see column 
2 lines 39-54, in particular). Donahoe et al further teaches a method wherein said C- 
terminal fragment of MIS has a molecular weight of about 25 kDa or about 12.5 kDa 9 
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(see column 2 lines 39-42, in particular). Donahoe et al further teaches a method 
wherein the C-terminal fragment of MIS is derived from rhMIS (see Example 3, in 
particular). Donahoe et al further teaches a method wherein interferon is selected from 
the group consisting of interferon-a, interferon-p, interferon-co, interferon-i, and 
interferon-y (see column 21 lines 26-40 and column 26 lines 34-36, in particular). 
Donahoe et al further teaches a method wherein said interferon is interferon-y (see 
column 26 lines 34-36, in particular). Donahoe et al further teaches a method wherein 
interferon would be effective between about 0.001 and 10.0 mg/kg body weight of a 
patient, which is an amount of about 10 international units per administration to an 
amount of about 100,000 international units per administration (see column 21 lines 16- 
20, in particular). 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1.56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Donahoe et al (US Patent 5,661 ,126; 8/26/97) in view of Cohen (Int. J. Radiation 
Oncology Biol. Phys., 2/87, 13(2): 251-258). 

Claims 1-16 and 18-33 are described above. Claim 17 is drawn to the method of 
claim 1, wherein said interferon is administered in an amount less than 1 x 10 6 
International Units per administration. Claim 34 is drawn to the method of claim 18, 
wherein said interferon is administered in an amount less than 1 x 10 6 International 
Units per administration. 

The teachings of Donahoe et al are described above. Donahoe et al further 
teaches that that a chemotherapeutic agent, such as interferon, which is combined with 
MIS will have an additive effect on the treatment of tumor (paragraph bridging columns 
20-21). Donahoe et al further teaches that the quantity of chemotherapeutic agent, 
such as interferon, used in treating the tumors of this invention can be reduced from the 
manufacturer's recommended dose, thereby reducing undesirable side-effects (see 
paragraph bridging columns 20-12). 

Cohen teaches that in successful cancer therapy, the tumor must be eradicated 
without significant damage to adjacent tissues or organs (page 251). Cohen teaches a 
method of optimizing dosages of compounds used to treat tumors (page 251 , in 
particular). 



Application/Control Number: 10/646,784 Page 10 

Art Unit: 1642 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to administer MIS and interferon to a cancer 
patient as taught by Donahoe et al and optimize the amounts of MIS and interferon in 
said administration as taught by Cohen. Further, one would have been motivated to 
administer interferon at doses below 1 x 10 6 International Units per administration since 
Donohue et al indicates that a low dose of interferon, in combination with MIS 
administration, would predictably treat tumors. Further, one of skill in the art would have 
a reasonable expectation of success in performing the claimed methods since 
administration of MIS and interferon is well known and conventional in the art. 



Summary 

No claim is allowed. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sean E. Aeder, Ph.D. whose telephone number is 571- 
272-8787. The examiner can normally be reached on M-F: 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on 571-272-0787. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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